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' Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of Invention 



This opinion contains indications relating to the following items: 
H Box No. I 
H Box No. II 
H Box No. Ill 
□ Box No. IV 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
FURTHER ACTION 



□ 
□ 
□ 



Box No. VI 
Box No. VII 
Box No. VIII 



whichever expires later. PCT/ISA£ 2 0 or before the expiration of 22 months from the priority date, 

For further options, see Form PCT/ISA/220. 
3. For further details, see notes to Form PCT/ISA/220. 
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Box No. I Basis of the opinion 

1 ff«M3wsssaa asasssie-*' mmab -" 



in 



(under Rules 12.3 and 23.1(b)) "ansiation furnished for the purposes of international search 



i indicated under this item. 

thee 

> purposes of international search 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

r P p p^rs 

4. Additional comments: 
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INTERNATIONAL : 



;the 

iCHING AUTHORITY 



Internationa! application No 
PCT/GB2004/001701 




■ copy of the earlier application whose priority has been claimed (Rule 43Ws.1 and 66.7(a)). 
□ translation of the earlier application whose priority has been claimed (Rule 430/s.l and 66 7(b)) 

filing date indicated abolefe* m£J -to bVL^San^^ ° f "* ° P '' ni ° n ' the int *™«™* 
3. Additional observations, if necessary: 



Form PCT1PEA/ 237 (January 2004) 



apiSL W °"^"'^"' °' QPW. with rega* to TO W ,», lnrenBre ^ and 

□ the entire international application, 

H claims Nos. 1,12-15,26 [fulQ, 16 [partial] 

because: 

D utSK areso 

" ?° SfJ S6arCh r6P0rt h3S bee " «■**»•* *r the whole app.ication or for said claims Nos. 

D RflSS^^ ,iS " ng d ° 8S not «• the standatf proved for in Annex 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ See separate sheet for further details 
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International application No 
PCT/GB2004/Q01701 



1. Statement 
Novelty (N) 



Inventive step (IS) 
Industrial applicability (IA) 

2. Citations and explanations 
see separate sheet 



Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 



8,10,11,18-25 
2-7,9,16,17 



2-11,16-25 
2-11,16-25 
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AUTHORITY (SEPARATE Rhpct] 

: ' PCT/GB2004/0017m 

Re Item III. 

1 The following documents are referred to in this communication : 

D1 : ELLIS J ET AL: "Levels of dimethylarginines and cytokines in mild and 
severe preeclampsia." ACTA OBSTETRICIA ET GYNECOLOGY 
SCANDINAVICA. JUL 2001, vol. 80, no. 7, July 2001 (2001-07) pLs 602 
608, XP002287424 ISSN: 0001 -6349 *' P 9 

a« TF? ET AL ' " ,nCreaSed CirCU,atin 9 concentrations of 
asymmetric dimethyl argmine (ADMA), an endogenous inhibitor of nitric 
oxide synthesis, in preeclampsia" ACTA OBSTETRICIA ET 
GYNECOLOGY SCANDINAVICA, vol. 77, no. 8, September 1998 (1998- 
09), pages 808-81 3, XP002287425 ISSN: 0001 -6349 

S B H ET AL ' " L6SS0nS fr0m 3 DDAH trans 9^ic mouse: Role-of 
ADMA in regulating NOS activity and blood pressure." EUROPEAN HEART 
JOURNAL, vol. 23, no. Abstract Supplement, 4 September 2002 (2002-09- 
04), page 132, XP008032589 & CONGRESS OF THE EUROPEAN 
SOCIETY OF CARDIOLOGY; BERLIN, GERMANY; AUGUST 31- 
SEPTEMBER 04, 2002 ISSN: 01 95-668X 

09 S 22) 5811 416(CHWAUSZK ^^ 
D5: WO 2004/04631 4 A (UNIV LELAND STANFORD JUNIOR ■ LIN KEN 
YOUNG (US); COOKE JOHN (US)) 3 June 2004 (2004-06-03) 

Present claims 12 and 13 were not examined for novelty, inventive step or 
industrial applicability. They relate to the use of an ADMA antibody for the 

ZidtT, ° f n me T diagn ° SiS ° f P re - ec,am P sia - However, the application 
provides no technical support (Article 6 PCT) or disclosure (Article 5 PCT) for a 
specific ADMA antibody. Furthermore, such an antibody was not available at the 
t.me of filing. For example D5, which is published after the priority date of the 
present application, shows that detecting ADMA using an antibody required the 

S Pm f ° f a separate set * ™thods to ™dify SDMA and arginine such that 
and ar 9' n,ne would be readily distinguishable from ADMA. 

The examination of claim 1 6 was restricted to the use of L-arginine for the 
manufacture of a medicament for inhibiting or preventing pre-eclampsia or 
inhibiting or preventing IUGR. This is because the application only provides 
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WRITTEN OPIN^fcoF THE 

INTERNATIONaIKaRCHING ' W International application No. 
AUTHORITY ( SEPARATE SHEE T! 

1 PCT/GB2004/00170 1 

support (Article 6 PCT) and disclosure (Article 5 PCT) for L-arginine as an 
antagomst of ADMA activity (p. 10, lines 23-30 of the application" 

Re Item V. 

4 NOVELTY 

4. 1 The present application does not meet the criteria of Article 33(1 ) PCT because 
the^subject-matter of claims 2-7,9,16,17 is not new in the sense of Article 33(2) 

4.1.1 D1 discloses (the references in parentheses applying to this document)- 

plasma concentration of ADMA as a biomarker of pre-eclampsia in pregnant 
women at 24-32 weeks gestation, wherein controls range from 0 4-0 73 
umol/L and severe pre-eclampsia cases, 0.5-1.70 umol/L (figure 1 • 
d.scussion). Therefore, the subject-matter of claims 2-6,9 is not new in the 
sense of Article 33(2) PCT. 



4.1.2 



4.1.3 



D2 discloses (the references in parentheses applying to this document): an 
increased ADMA/SDMA ratio as a biomarker of pre-eclampsia (p 812 
co umn 1, paragraph 2). Therefore, the subject-matter of claim 7 s not new 
in the sense of Article 33(2) PCT. 

D4 discloses (the references in parentheses applying to this document)- L- 
argmine for the treatment of pre-eclampsia (column 8, line 62 - column 9, line 
MMft PCT" SUbj ' eCt_matter ° f C ' aims 16 ' 17 is not new «n the sense of 



5 INVENTIVE STEP 



5.1 The present application does not meet the requirements of Article 33(1 ) PCT 

S S t e hi SUbJe f A matt6r ° f C ' aimS 8 ' 1 °' 1 1 ' 1 8 " 25 does not inv ° lv * ™ inventive 
step in the sense of Article 33(3) PCT. 

5.1.1 The subject-matter of claim 18 is not considered inventive under Article 33(3) 
PCT. Here, D3 ,s considered the closest prior art. This document discloses 
(the references in parentheses applying to this document): a transgenic 
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IMTERNATION/fl^ARCHING International application No. 
AUTHORITY {SFPARATc SHEET) 

1 — PCT/ GB20Q4/0017ni 

!^^^Z^• DDAH, reSUftS " redUC6d P,3Sma ADMA 

levels. Th.s causes an increase in NO synthase activity and a reduction in 

blood pressure, which is disclosed as being clinically relevant Thus D3 
proves an anima. mode, to study disorders characterised by changes in 
blood pressure and ADMA levels. ranges m 

IrZ^f S , U ^ ct " matter of c,ai ™ ™ relates to an animal model of pre- 
eclampsia specifically, where the convene situation is present- ADMA level 
are increased, rather than reduced, in order to cause a clinical effect 

The technical effect associated with this modification is that the mouse has 
pre-eclampsia. 

The problem to be solved by the present invention may therefore be 
regarded as the provision of a mouse with pre-eclampsia. 

The solution to this problem can be found in systemic administration of 
ADMA into a pregnant mouse. 

The solution to the problem posed merely involves providing an obvious use 
for the mirror image" of the animal model presented in D3. From D3 the 

ho,d tn •" ed l n ^ ^ W ° U,d automatical| y ex P** the converse situation to 
hold true. i.e. that increasing ADMA will bring about reduced NO synthase 
actvity and increased blood pressure. Furthermore, there is an established 

m ,nTnT P ^ eC,am P sia and increa ^ blood pressure (see abstracts of 
Dl and D2), where it has even been proposed that ADMA and the NO 

pathway are involved in the pathogenesis of pre-eclampsia (D2 p 812 
column 1 , last paragraph). Thus, it would be obvious to produce an animal 

mi^r°nnT w eC ^ PSia * in ° reaSing P ' aSma ADMA levels in *"her normal 
mice or DDAH-deficient mice. Therefore, the subject-matter of claim 1 8, and 

WTOPCT inV0 ' Ve ^ inV6ntiVe St9P in the S6nSe 0f Article 



5.1.2 



5.1.3 



5.1.4 



5.1.5 



5.1.6 



Ltnstfh ! de Pf ndentc,aims 8.10,11 merely adds routine modification 
optoons to the subject-matter of claim 2 and is therefore obvious to a person 
skilled m the art. For this reason, the subject-matter of said claims does not 
involve an inventive step in the sense of Article 33(3) PCT either. 
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6 INDUSTRIAL APPLICABILITY 



6.1 



The subject-matter of claims 2-11,1 6-25 Is considered industrially applicable in the 
field of d.agnos.ng and treating pre-eclampsia (Article 33(4) PCT) 
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